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= (54) Title: FUSED BICYCLIC PYRIDINE DERIVATIVE AS TACHYKININ RECEPTOR ANTAGONIST 
= (54)«ffl<D*f*: ^**->S*#«St»JfcLT(Dlii^-aabr U9>Mtt 

B§ (57) Abstract: A novel fused 

tricyclic pyridine derivative 
represented by the following 
general formula (1), which 
has an antagonistic effect on 
tachykinin receptors, especially 
on an NK1 receptor. It is a 
fused tricyclic pyridine derivative 
represented by the general formula 
(1): (1) (wherein rings A and 
B each represents a benzene 
ring optionally having one to 
three substituents (two adjacent 
substituents may be bonded to 

each other to form a ring) each independently selected among halogen atoms, optionally substituted d. 6 alkyls, and optionally 
substituted Ci^ alkoxys; R represents C U6 alkylsulfonyl, C,^ alkylcarbonyl, C w alkoxycarbonyl, or formyl; m is 1 or 2; n is 2 or 3; 
and q is 1 or 2) or a salt of the derivative. 
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MS (EI) m/z : 4 8 0 (M + ) 
HRMS (EI) : C 24 H 18 F 6 
: 4 8 0 . 1 2 7 2 

mmm : 4 8 o . 1293 

5 > 



5 - [3, 5-fc*X (h'J7Mn^fJl/) ^>>?;i/] - 7 - 3 - F 6 
-;**y-2, 3, 4, 5-fb5tFn-6H-K'J P [2, 3-b] 

[i, 5] **f-w^> (^mms<Dit^m ; 1. oog) i:7i-jh 

D>i(417mg),fh7^ (hU7xZWX7^ » /1 7^*7 
A (1 3 2mg) , h;i/X> (1 OmL) , 1, 4-^^> (5mL) 
RIJ!2rao 1 /LBK^hU^ATkigifc (1 OmL) *iB^TT^=f>^. 
«ETT?7WPMJDf»»^bfc. Kfc»^HM»X^;i/T?#*L-T, 2mo 1/ 

SfSl/T#&n^SHV7°DA/-M^SIS^t5t> 5 - C3, 
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5-t'X (f'J7;i/tP^^V) ^>^;l/] - 6- W-7-7x^V 
-2, 3, 4, 5-fh7tHa-6H-tfU H [2, 3-b] [1, 5] 
^-^itV^>^#&tlfe (7 2 9mg, 80%) „ 
MS (EI) i22/^ : 4 8 0 (M + ) 
HRMS (EI) :C 24 H 18 F 9 N 2 0 2 ilT 
: 4 8 0 . 1 2 7 2 

mmm : 4 8 0 . 1286 




##01J5 5- [3, (b'J7^n/f 

;i/) ^>^;W3 - 7-a-H6-t^V-2, 3, 4, 5-f h^tFD 
— 6H — tfUH [2, 3-b] [1, 5] **W^> (###l 3 CD<t^ 
|;3 0 0rag) 2fc£K4 -7>!VtD7x-Mn>i (143mg)*6, 

5- [3, 5-tfx (h'J7Mn^^) ^>^;u] -7 - (4-^;v 

tD7x^) -6-^-^V-2, 3, 4, 5-fh7bHD-6H-t: 
UK [2, 3-b] [1, 5] t^^^i&tlfe (2 8 4rag, 1 
0 0 %) c 

MS (EI) m/z : 4 9 8 (M + ) 
HRMS (EI) : C 24 H 17 F 7 N 2 0 2 £LT 
^%m. : 4 9 8 . 1 1 7 8 
: 4 9 8 . 1 1 6 8 
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###i5 t.mm<D Jjmz&v, 5- [3, 5-t*x (hU7j^D^f 

)V) ^>^M -7-3-H6 — 5t*^rV - 2 , 3, 4, 5-fh7kh'D 
-6H-tfUHC2, 3-b] [1, 5] :t*^l/>-> (##0»J3<ZMb£- 
t» ; 3 0 Omg) Rtf 2 - * 3^ 7 D >Bt (1 1 6mg) 

5- [3, (h'J.^^tn^^l/) ^>5?;V] -7 - (2-*^ 

-6-^^V-2, 3, 4, 5-^h^fcFD-6H-tf U 
F[2, 3-b] [1, 5]^^i^ % /^>^#e»nfe(2 7 8mg, 9 9%) 0 
MS (E I ) m/ z : 4 9 4 (M + ) 
HRMS (EI) : C 25 H 20 F 6 N 2 O 2 £bT 

tUUi : 4 9 4. 1 4 2 9 

mfflfe : 4 9 4. 1 4 4 1 



<mmm 8 > 




mmms izmm<D^m\z^v), 5- [3, 5 - tfx (h'j7^a^f 

^>>*;P] -7-3-H6 -t^V — 2 , 3, 4, 5-rh7hFn 
-6H-fc!UH[2, 3-b] [1, 5] (##i3©{^ 
$f ; 2 . 0 0 g) Rtf2 h4 1 >'^a:^;l/^n>M (6 9 Omg) 
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5- C3, 5-tfX (h'J7Mn^^) 1>V)V1 -7- 

- 6 -^+V - 2 , 3, 4, 5 -f h 7 t HD- 6 H-H 
U H [2, 3-b] El, 5] m^^UBftit (1. 65g, 8 
6 %) . 

5 MS (E I ) m/z : 5 1 0 (M + ) 

HRMS (EI) :C 26 H 20 F 6 N 2 O 3 tlT 
th^m : 5 1 0 . 13 7 8 
^aijflt : 5 1 0 . 13 9 7 

10 9 > 



mmi(Dit^m;5. 6 7g) R^2-^^7x^D>t (3. 0 

og) #6, 2-^on-4- (2 

15 tlfc (4. 4 4 g. 9 0 %) o 

MS (EI) m/z : 2 4 7 (M + ) 
HRMS (EI) :C 13 H 10 ClNO 2 ilT 
: 2 4 7 . 0 4 0 0 
^Iffi : 2 4 7 . 0 4 1 0 




20 



1 0 > 
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5 - [3, 5-fcfX (b»J7^tn^^) *>&M 
7-71^-2, 3, 4, 5 -f h5t HO~ 6H-HU H C2, 3- 
b] [1. 5] ^r^r^-V^> 5 (Dik&Vn : 7 2 9mg) SififlS* 

5Plx> (1 OmL) icMbfct, 3 -*Dnffi5fcJfc«fc (5 2 4mg) 
*iQ*.TMT?2 4PSW«fc*pUfc. RfcttS^U 9 
?y 4- (fix^: J— )V= 5:1) JCT**«-rS£* 5 - [3, 
5-tfX (bU7^n^fJV) ^>^;i/] -6-t*V-7-7x^V 
-2, 3, 4, 5-rh7tHD-6H-lf'JH [2, 3-b] [1, 5] 
3-3rWz/> lO-t^H^ifttlfc (4 11mg, 5 4%). 
MS (FAB + ) : 4 9 7 (M + H + ) 

HRMS ( F A B + ) :C 24 H u F 6 N 2 0 3 ttT 

9MT4t : 4 9 7 . 1 3 0 0 

^ftMK : 4 9 7 . 1 2 9 1 




0 £mn<Djjmz&9. 5- [3, 5-k*X (b'J7^tn/ 
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*>&)H - 7- (4-7Mn7x^) - 6 - 2 , 3, 

4> 5 -rb7hHD-6H-t!'JF [2, 3-b] [1, 5] 
-s> 6 (Dik&m ; 272mg) 5 - [3, 5 -tfX ( h U 

y)V^U^=^)V) - 7- (4-7WD7x^V) -6-3"^ 

7-2, 3, 4, 5-rh7tHD-6H-tf'Jb* [2, 3-b] [1, 
5] *^U"l/v'> 1 0 -J*-^ H^#e>n^: (119mg, 42%) „ 
MS ( F A B + ) m/z : 5 1 5 (M + H + ) 
HRMS ( F A B + ) :C 24 H 18 F 7 N 2 0 3 i:bT 
: 5 1 5 . 12 0 6 
5 15. 1230 



1 2 > 




#^•^1 o tmm<Djjmz&v. 5- [3, 5-tfx (hU7^n^ 

^>> ? ;i/] -7- (2-^^71^) - 6 -3-*v - 2 , 3, 

4t 5 _ f ^fc pa- 6H-tf U H [2, 3-b] [1, 5] ^-^^V 
>> (##0t| 7 (Dit&ya ; 270mg) 5 - [3, 5 - tf X ( h U 

yfr^ut^jv) s<>i?)V\ - 7- (2-^f;i/7i-;i') -6-**v 

-2, 3, 4, 5-fh7kHO-6H-lfUH [2, 3-b] [1, 5] 
#*VV^> 1 O-t+J'F^lieftfc (231mg, 8 3%) . 
MS ( F A B + ) m/z : 5 1 1 (M + H + ) 
HRMS ( F A B + ) :C 25 H 21 F 6 N 2 0 3 tl/T 
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tMMft : 5 1 1 . 14 5 6 
5 11. 14 6 9 



1 3 > 




0 



^>i?;V] -7 - (2-^^7i-JV) - 6 -rT^V- 2, 3, 
4> s-^h^t HD-6H-bfU H C2, 3-b] [1, 5]**^/ 
%/ > (##0J 8 <D{k&%0 ; 1 • 5 8 g ) *> 6 , 5 - [3, 5 - t?X ( h U 
y)V^U^^)V) 1>VM -7- (2 b*'>^^) -6-^"^ 
V-2, 3, 4, B-fb5kPn-6H-KU F C2, 3-b] [1. 
5] **W$s> 1 0 -;f^>F##£>nfc ( 1 • 34g, 8 2%) o 
MS ( F A B + ) m/* : 5 2 7 (M + H + ) 
HRMS ( F A B + ) : C 26 H 21 F 6 N 2 0 4 £bT 
: 5 2 7 . 1 4 0 6 
mum. : 5 2 7. 1 4 1 2 



1 4 > 
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0 



- 6- ( 2 -^^;i/^x^;P) -5-^^V-2, 3, 
4> 5 - f b7kHDlfUH [3, 2 - f ] [1, 4] **1*iffcf> (# 
5 mM4<Dfc&M; 5 3 0mg) 4- [3, 5-tfX (h'J7^n 

-6- (2-^fiV7x^l/) - 5 2, 3, 

4, 5-fb9tHnK»JH[3, 2 - f ] [1, 4] ^^^ifl£> 1 0 
-^-=^5/ H^t#e>tlfc (3 3 3mg, 61%) o 
MS ( F A B + ) : 4 9 7 (M + H + ) 

10 HRMS (FAB + ) : C 24 H 19 F 6 N 2 0 3 tUT 
: 4 9 7 . 1 3 0 0 
: 4 9 7 . 1 3 1 1 

<##0!l 1 5 > 

CF, 

5- [3, 5-tfx (h'J7^n^^) -6-**v- 

7-7x^-2, 3, 4, 5-fh7kHO-6H-t!'JH [2, 3- 
b] [1, 53 **W>>> 1 O-a-^F (###U 0©te^; 40 
Omg) ^^^>-^U> (1. 5mL) CUP^T 1 W^WMU^o 
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[3, 5-h*X (h'J7;VtD^fJI/) - 9-^P0-6-t 

+ y _ 7 - 7x - jH 2, 3, 4, 5-fh7kHD-6H-H«JH[2 > 
3-b] [1, 5] ^^i^V->>^'#e,nfc (44'Omg, 9 9%) o 
5 MS (E I ) 122/* : 5 1 4 (M + ) 

HRMS(EI) : C 24 H 17 C 1 F 6 N 2 0 2 tit 
th^ffi : 5 1 4. 0 8 8 3 

mmm. : 5 1 4 . 0 8 6 5 

10 <#^fJ 1 6> 
F 




1. 1 j 

CI 

5 tmmo^mz&t). 5- [3, s-hx (b^^a^ 

^>z?)ll - 7 - (4-7WD7i^) - 6 -t+V- 2,3, 
4> 5-xh7kHD-6H-tf'JH C2, 3-b] [1, 5] 

15 ^> i o - t*^ H 1 1 ©ft^*: 1 1 4mg) 5 - [ 3 , 

5-lfX (hU7;PtO^^) ^>z?)V] - 9 7 - (4-7 

JVt07x^) - 6-^7-2, 3, 4, 5-f h7tFn-6H- 
tf U H [ 2 , 3-b] [1, 5] (118mg, 
10 0%) 0 

20 MS (E I ) m/z : 5 3 2 (M + ) 

HRMS (EI) : C 24 H 16 C 1 F 7 N 2 0 2 hVX 
: 5 3 2 . 0 7 9 8 

mmm. : 532. 0 8 0 1 
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<#^#i 1 7 > 




5=-;W) - 7- (2-^?JV7z^) - 6 -rT + V - 2 , 3, 

4> 5 -^b^t:HD-6H-tfU b* [2, 3-b] [1, 5] a****/ 
1 0 -^v' H 1 2 (Dik&m; 2 2 Omg) 5 - [ 3 , 

5-fc*x (b'J7Mo^^v) -9-^nn-7 - (2-* 

fjl/7i^) - 6 -3*3rV - 2 , 3, 4, 5 -r h 7 t HD" 6 H- t! 
UH C2, 3-b] [1, 5] ^^^^/->>^#S>nfe (2 2 8mg, 1 
0 0 %) o 

MS (EI) my z : 5 2 8 (M + ) 

HRMS (EI) : C 25 H 19 C 1 F 6 N 2 0 2 tbt 

fUttlg : 5 2 8. 1 0 3 9 

mmW. : 5 2 8 . 1 0 6 3 



<##0i| 1 8 > 




##0U 5 tmmvjrmz&v^ 5- [3, (hu^.;i/^p^ 
^;v) ^>>*;H - 7 - (2 h^->7i^;v) - 6 2, 3, 
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4, 5-Th7tHD-6H-bf'Jh* [2, 3-b] [1. 5]**t*V 
*, y 10 -t+ F (###] 1 3 <Dik&m ;1. 25g)*5» 5-[3, 
5-tf* (bU7^0^) "9-fDD-7- (2~* 

h ^v,7x^) -6-**V-2, 3, 4, 5-fh7tFn-6H- 
3-b] [1. 5] m^/S'^tBtlfe (1. 29g, 

1 0 0 %) c 

MS (EI) m/z : 5 4 4 (M + ) 
HRMS (EI) :C 25 H 19 ClF 6 N 2 0 3 ttt 
mW-fe : 5 4 4 . 0 9 8 8 
5 4 4. 0 9 8 0 



1 9> 




MlllBtPliO^fciO^ 4- [3, 5 -If* (h'J7^D^ 
5=-;V) ^>V)V1 - 6- <2-*^l'^x~/l'> -5-^^V-2, 3, 
4t B -fh9tFOKUH[3, 2 - f ] CI, 4] ^^iftf> 1 0 
H (##0>J 1 4 Ofc'&tJ ; 310mg) ^S>> 4 - [3, 5 - tf 
X (hU7Jl/tn^fJV) ^>^;H -8-^PP-6- (2-^^;v^ 
xrjVO -5-**V-2. 3, 4, 5-fb7tHPt!UF [3, 2- 
f] [1, 4] ^^U-tft!> 10-t*'>H^&tlfc(3 2 0mg, 1 
0 0 %) o 

MS (E I ) m/z : 5 1 4 (M + ) 

HRMS (EI) :C 24 H 1T ClF 6 N 2 0 2 tlT 
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gf-#{g : 5 1 4. 0 8 8 3 
5 1 4. 0 8 4 0 




5- [3, (b'J7^*D^) ^>^;V] 

7- (2-^^;V^x^;l/) -6-**V-2. 3, 4, 5-fh7tF 
D-6H-tfU P [2, 3-b] [1. 5] 7<Z> 
4b^« ; 1 0 Omg) R^l-7t^^7^> (7 3. Omg) OA 

150^5 mmmwvrco a«*fc**jq*Timx^;vT!aiffi 

#y;V#7A*a^b^^- (»«x^ : 10:1) 
fcTlWr**. 9- i4-y*.7WU 9 S>- 1 "5- [3, 

_ 6 _^y-2, 3, 4, 5-fb7tHD-6H-lfUF [2, 3- 
b] [1, 5] ^-=¥1^/^>* t #^^^ (44 - 6m S^ 38%) o 
MS (EI) m/z : 6 2 0 (M + ) 
HRMS (EI) :C 31 H3oF 6 N 4 0 3 ^bT 
: 6 2 0. 2 2 2 2 
: 6 2 0 . 2 2 2 4 
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F 



CF 




r3 



CF 



**«l*H*UD*t*lcJ:«K 5- C3, (HJ7**n/f 
;V) ^>-J)V\ - 9-^UD-7 - (4-7Jl/tn7x^) -6-* + 
y-2, 3, 4, 5-fh7kFO-6H-H'JF [2, 3-b] [1, 
5] ^itVv^ 1 6 <bfc%m ; lOOmg) fttfl -Tir^V 

t£^S?> (7 3. Omg) 9- (4-y-fe9 t /H£*?5»- 1 ~ 

-f /W) - 5- [3. 5 (b'J7;VtP^^V) *>3>JU -7 - (4 
-^;l/^D^x-;V) -6-^V-2, 3, 4, 5 -Tb7kFn-6 
H-tfUHC2, 3-b3 [1, 5] >##&rifc <5 0. 9 

mg, 4 3%) c 

MS (EI) in/* : 6 2 4 (M + ) 

HRMS (EI) : C 3 oH 27 F 7 N 4 0 3 ^bT 

it^'fit :6 2 4.1 9 7 1 

HI$Hg : 6 2 4 . 1 9 5 4 

<mmm 3 > 




5 



10 



15 
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mnmi£mm<Dj>mz&r). 5- cs. 5 -ex (^'J^tn/f 

;V) ^>> ? ;V] - 9-^nn-6-t^V-7-7x^JV-2, 3, 4, 
5-^b7fcb*D-6H-tfU H C2, 3-b] [1. 5] 
(##09 1 5<Dfc&W; 5 2. Omg) 1 - Tiz^ tf ^ 5? > (3 

-2, 3, 4, 5-^h^bHO-6H-t!UH[2, 3-b] [1, 5] 
^-^if l/S' ( 3 2 . 8mg, 5 4%). 
MS (EI) /n/^ : 6 0 6 (M + ) 
HRMS (EI) :C 30 H 28 F 6 N 4 O 3 ttt 
fHfifjt : 6 0 6 . 2 0 6 6 
: 6 0 6 . 2 0 4 7 



20 



<§t£i&0!|4> 




*lM|lfcH»«>#t*fc*«K 5- C3, 5-HX (b'J^Ptn^ 
;i/) sOz?)V\ - 9-^PP~7 - (2 h*^?^ — -HO -6-5T^ 
V-2, 3, 4, 5-rh7kHo-6H-tfU H [2, 3-b] [1, 
5 ] ttW*s> (###l 1 8 ; 82. Omg) ~8.X$ 1 -Tir^ 

;Vfcf^^>(5 7. 7ms) 3^6, 9 - ( 4 - tf * 9 3> > - 1 

_^;V) - 5 - [3, 5-tfX (h'J7^a^fJV) "7- 
h^5/7x-;W - 6 -t+V- 2 , 3, 4, 5-fh7kHD 



WO 03/080626 



T/JP03/03487 



40 



-6H-tfUF[2, 3-b] [1, 5] W^»r#&nfc(4 8. 

2mg, 5 0 %) o 

MS (E I) m/z : 6 3 6 (M + ) 

HRMS (EI) :C 31 H 30 F 6 N 4 O 4 tlT 

mWW. : 6 3 6 . 2 1 7 1 

mmm. : 6 3 6 . 2 1 4 0 

<mmms> 



Me 

)V) ^>i?)V] - 8-^DD-6 - (2 -*^;l/!7x — 
-2, 3, 4, 5-fb7kHDlf'Jh' [3, 2-f] [1, 4] ^^1t 
if t!> (##011 1 9 <D\k&M ; 5 1 . 5 m g ) ~BlXS 1 - y-fe^Jl/fc^^ 
> (38. 5mg)>6, 8- (4 - T-fe^tf ^9 5? > - 1 -4 )V) - 
4- [3, (hU7Ma^fJl/) -6- (2-*5P 

jV7i-il/) - 5 -**V- 2, 3, 4, 5 -rh7k FaKU H [3, 
2-f] [1, 4] ^-^iJ-if tf nfc (6. Omg, 10%), 

MS (E I ) m/z : 6 0 6 (M + ) 
HRMS (EI) : C, 0 H 2J F a N 4 O,tl/T 
: 6 0 6 . 2 0 6 6 
^mm. : 6 0 6. 2 0 2 2 
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<nmM6> 




5- [3, 5-h*X (h«J7JVtD^^) *>&M -9-^DD- 
7- ( 2 -/fJV7i^) - 6 - 2 , 3, 4, 5-jh7tF 

5 P-6H-fcTUH[2, 3-b] [1,5] ^r^\T^> (##03 1 7© 

fls-gr^ ; loomg) ( t tfc^t^^ 

> (9 5. Omg) (D*g-&tJ£ 1 5 0 ^T? 5 B#KJt#b^o ^S£2kfcb 
T, 3mo l/LtoKi-ftX^V (lmL) ^ifl^T, ^i&T 1 Pf 

mu^vrc. mm^^^^xm^nr^mm^i^^hy^ dm 

10 L) h'Jl^7 5> (0. 2mL) %.tfm7kWM (0. lm 

D ^5!k^TTip^Ti^^m#Ufco Sift^cgmx^san^TzK-e 

i) \zxmm~tz>£* 9- (4 -r-fe^/M^K^s^- i — r;p) - 

15 5- [3, 5-kfX (h'J7;VtD^^) -7- (2-*5P 

^7i-JW -6-^^V-2, 3, 4, 5-fh5hHP-6H-t:U 
b* [2, 3-b] [1, 5] ^•frl/S/'^tfMS&nfc (4 2. 7 m g > 3 
6 %) o 

MS (EI) i?2/^ : 6 3 4 (M + ) 
20 HRMS (EI) : C 3 2 H 3 2 F 6 N 4 O 3 £ UT 
fUTiit : 6 3 4. 2 3 7 9 
: 6 3 4 . 2 3 8 1 
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6tmm<D*mz&io. 5- [3, s-tfx (hU7Jv*o^ 

y_ 2 , 3, 4, 5-fb7kHO-6H-lf'JP [2, 3-b] [1, 
5] ^U-Vv-V (###! 1 6 (Dit&m ; 80. Omg) , 1 - (t-7 
h*^***-*) (7 5. lmg) (7 0 

H)^, 9- (4-T"fe^;W^ ; &tf^^^>- 1 -5 - t3, 

5 _ k - x (HJ7**n^) -7- (4-7Wn7x^ 

;V) 3, 4, 5 - ^ h 9 t H D - 6 H - M U H [2, 

3-b] [1. 5] (3 3. 4mg, 3 5%) . 

MS (EI) i22/^ : 6 3 8 (M + ) 
HRMS (EI) : C 31 H 29 F 7 N 4 0 3 itT 
fHlffi : 6 3 8 . 2 1 2 8 
: 6 3 8 . 2 1 4 4 



<Hl*60>J8> 
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CF 



mmwi £mm<D*mz&*), 5- [3, 5-t?x (b>j7;vta^? 

)V) ^>-J)V\ - 9-^0-6-^7-7-71^-2, 3, 4, 
5-rh7kFO-6H-HU H [2, 3-b] [1, 5] **W*s> 
(###! 1 5 <Dik&m ; 5 2 . Omg), 1- (t-^h + '>*^^) 
3j>^Etf^^i^> (5 0. 6mg) RZSmy^Wm (5 0 ML) frb, 9- (4 

-r-fe^;v* : &t!^^> ? >- 1 --r;v) -5- [3, 5-tfx (hU7Ji/ 

*U*3-)V) ^>V)V~\ - 6-^V-7-7x^-2, 3, 4, 5- 
fh7tFO-6H-t!'JH [2, 3-b] [1, 5] z/ 
Sfrlfc (31. 7mg, 51%) o 
MS (EI) m/i? : 6 2 0 (M + ) 
HRMS (EI) : C a iH,oF,N 4 OsfcUT 
fhgL^ : 6 2 0. 2 2 2 2 
: 6 2 0 . 2 1 9 7 

<mmm 9 > 



mmmi tmMvjjmz&Q. 4- [3, 5-tfx (mi ^ji^o*^ 



Me 
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-2, 3, 4, 5-fh5kHnKUP [3, 2-f] [1, 4]^-^i^ 
if \t> (##0!J 1 7 olk-aWi ; 51. 5mg) , l - (t - ^ Y^r=yts )V 
tf-;!/) *^fcf^>>> (5 0. lmg) W7tfJ^PUF (0. 1 
mL)^^ 8- U-TtT-JVfr^V^y^y- l--f^) - 4- C3, 
5 -fX (h'J7^D^fJV) ^>^;V] - 6- 

_ 5 _^^y_2, 3, 4, 5-xb^bFDt!UH[3, 2-f] [1, 
4] :*3fU--fc? tf>^#Stlfe (6. 7mg, 1 1%) o 
MS (EI) m/z : 6 2 0 (M + ) 
HRMS(EI) :C 31 H 30 F 9 N 4 O 3 tlt 

fH£{fi : 6 2 0. 2 2 2 2 

HaiJffi : 6 2 0. 2 2 3 0 

<mmm 1 o > 



mnme tmmvjjmz&Y). 5- [3, 5-hx (hU7Mn^f 

)\>) ^>5?JH -9-^DP-7- ( 2 - *^)l>7 

-2, 3, 4, 5-fh7t:HD-6H-t!UH [2, 3-b] [1, 5] 
r^U"!/^ (###1 1 7 <D\k&m ; 65. Omg) , 1 - ( t - ^ h^r 
t^t7S?> (5 7. 5mg) R^WM^Vf D>J 
H (5 0/iL) #6, 5- [3, 5-tfX (hU7;WD^^) 

_ 7 - (2-*?-)V7x.~)i) -9- [4- (^^;vx;w*-;v) tf 
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UVy-l-'tM -6-^-^V-2, 3, 4, 5-rb7hHn-6 
H-KUH [2, 3-b] [1, 5] < 46 - 7 

mg , 5 8 %) o 

MS (EI) ^/.z : 6 5 6 (M + ) 
5 HRMS (EI) : C 3 oH 3 oF 6 N 4 0 4 StbT 
mWW. : 6 5 6 . 1 8 9 2 
mmm : 6 5 6 . l 8 7 6 

<mmm n> 



^^j6,h[!3#<^&K:<fc*K 5- [3, 5-tfx (b'J^n/f 
;v) s<>z?)H -g-^nn-7- ( 4 - 7)V-*u y x.~)V) - 6 

V-2, 3, 4, 5-fh9kHO-6H-tf'J H C2, 3-b] [1, 
5 ] st-^-Wz/y (###! 1 6 (Dfc&m ; 80. Omg) , 1 - < t - 

15 h*is*)V#~)V) (7 0. Omg) frT$*?- )\>*)V*~)\<>7 

D.jH (60/iL) ^5>> 5- [3, (h'J7JVtD^Jl,) ^ 

>$ ;;V] -7 - (4-7^D7x^) -9- [4- (^^l/X^*- 
)l) tf^^^>- 1 — T )V1 -6-^-^V-2, 3, 4, 5-fh7bF 
D-6H-t!U F [2, 3-b] [1, 5] **1^3/>##&n& <2 

20 3. 5mg, 24%). 

MS (E I) m/z : 6 6 0 (M + ) 




F 



10 
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HRMS (EI) : C 29 H 27 F 7 N 4 0 4 S£LT 
fr^ffi : 6 6 0 . 1 6 4 1 
mmm : 6 6 0 . l 6 3 3 

5 i"» 



<umm> 

(1) NKl^MMW 
S.Dio n5« ( r^-f^lMXS'S'-Xttife Sciences) J 4 1 
0 i, 2 2 6 95 (1 9 8 7^)) «-»BkJBl/Tffl^ifc. 

IB^bfCc Ty r ode«Si^ 0 2 9 5 %, C0 2 5 %O*I 

>X P O^mHJ^*^^ ^ > H D-;V£ Vtco KM^IlONK 1 

*hu schii d©^^ ( r^'Jf^f • s^*-** • 7t 

20 — (Brit. J. Pharmacol.)] 14*, 48S (1 9 5 9^) ) I: 

Ty r od eMmT©I0tl/fe. NaCl; 136. 9, K 
Cl ; 2. 7, CaCl 2 -2H 2 0;2. 5, MgC 1, • 6H,0 ; 1. 
0, NaH 2 PO 4 -2H 2 O;0. 4, NaHCO,.;ll. 9, glue 
25 o s e ; 1 1 • 1 (mm o 1/L) 
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mi 



mmm no. 


Kb (nmol/L) 


i 

2 
6 

TAK-637* 


0.0888 
0.0847 
0.294 
0. 269 



♦ ww^s - 2 6 3 5 8 s^temommm 1 8 \znm<Dit&® 

mi£K>> ##9Hfr&« (1) Xtt*©«**» ^ftfcNK lS*#Jttt 

(2) ^V^'V h'>Xh/h'J-^ 

J S. P e t e r s o n &<Z>3f2£ ( r^*-:*-* • *7 • :7y-vnu 
^AJl/'^V^Xa. Pharmacol. Methods) J 2 1i, 2311 (1989 

jao^M^IK^ 6mL/h r (DUM^WWin tC&A b v'X b U— * 

^#^3 o##©)igiBfc^*¥^fi£^;bn^£3fcae>, 2 tc«a 
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^2 





lS#*(i.v.) 






mg/kg 


(%) 




0. 3 


32. 2 


TAK-637* 


0. 3 


12.0 




1 


23.8 




3 


20. 5 



* 9-263585 (D^Wl 1 8 fcfE*c©fl^t) 



^2i0, ^BJft;^ (1) Xte-e©*!^ ^**5«fcr^S^:^i^^* 

^TTAK - 6 3 7 & vismntt®mM&mMMftm**-?z£&frfr 

So 



T&fr^WftSQt&ff^l/^y hSfflVifeS/X h V—K£%m$)ffiffi& 

itak - 6 3 7 kvmntcnm® m*7Kl<> I^I^«f:fe^^TA 

K- 6 3 7 J: DltlT^S. 
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i. tab— jKss (i) 




5 (*$;*> AmRxfBmt** ;\atf>m^. gi^nx^tfe^^c^Ce 
\zm&vxm&mj&L>x^x*>&^) ^^vx^xh^^^>^£>m^m 

V ; 

m\tlX\$2&mV ; nB:2XK3^l/ ; q(ilXtt2^-r. ) X^: 



15 2 . TIB— ^ (la) 
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5 RtiCi-CeCDT^^^X^^n^S, C^C 6 <DT )V*)l<* frtf-frm. 

c i~c 6 ©r;i/n^->^j;i/^-;i/S, xte^i'S^ssrScb ; 

10 3. ltlriB-fl£5£ (la) \Z&l*X. n & 3 £it3fc3t 2 fB«ctf>$S-&~ 

4. fSfB— (la) £43^T, R^T -fe^;«T& 0 > n#*3T& 

15 

5. mm-m^. (la) fc&V^T, R#T-fe^;«T&*K n^3tfe 

o > a ^ i Tab§»^ 2 mmom^^m^. tf u >>>fis#:xte^-<z>*&o 

6 . m&m 1 b 5 ©urna* 1 m\zmm<Dm^^m^^ z?>mm 

7 . 1 &^b 5 oviTn^ i m\zmm<Dm&~mi&w z?>mm 

25 fil^llo 
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1 O . 1 & <^b 5 ©^ftl^ 1 ^KlfBilcGD^—giiSe U 5»W 

0, igffijfc, #0, Ua-V^BI»**©»*3W. 
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